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DECLARAryONCJMnPR 



The undersigned each hereby declare as follows: 



1. 



Iamanamedinventorof(heabov<Haptioneda^^ Assuch^lamfemiliarwiththe 
application, including fte claims. 



2 . This declaration is submitted to set forfii results fern clinical trials that have been conducted 
since the filing of the application. 
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3. This declacation is signed by less than all of the inventors, because &o other inventors, H. 
Miyake and T Zellweger, are no longer associated with the project, and have had no 
involvement, and thus no personal knowledge of die trials repoited here. 

4. Limited clinical testing (two Phase I studies) has been conducted to evahiate toxicity of OGX- 
011, an antisense oligonucleotide dwt has the sequence as set forth in Seq. ID NO.: 4 of the 
abov«aptioBed application. The oligonucleotide is modified as described in Application 
Serial No. 10/080,794. A total of 25 patients with k)calized prostate cancer with high risk 
features were enrolled in the first study. In the second study, a total of 30 patients suffering 
fiTom renal cancer, non-small cell lung cancer, ovarian cancer, peritoneal cancer or prostate 
cancer were enrolled, each of whom was lefiactoiy to one or more prior treatment icgimens. 

5. hi both phase I studies, antisense tieatmmts were made at levels of 40, 80, 160, 320, 480 or 

640 mg and administered intravenously 3 times during the first week, and once a week 

thcreafler. In die first phase I study, antisense flierapy was combined wifli concuntait homKme 

ablation Aeiapy for 5 weeks prior to radical prostatectomy. Concentrations of OGX-OU in 

prostate tissue and of TRPM-2 mRNA and protein in prostate and lymph node tissue were 

determined. At all levels of antisense, dos«lependent reduction in levels of TOPM^2 mRNA 

was observed in die lymph nodes of the patients treated, and in laser captured, micro-dissected 

prostate cancer levels, indicating that all of tiie amounts of antisense tested had a measurable 

aCBsct at the expression level. TTic amount of Tmf-2 in senrni also decreased in a dose- 
dependent manner. 

5. This study established a dose of 640 mg as the recommended dose based on safety, 
tolcrability, and tissue levels of antisense and TRPM-2 mRNA and/or proteia 
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7. In the second Phase I study, two schedules of concuirent docctexel treatment were evaluated: 
30 ms/ttf weekly or 75 m©to? every three weeks. Of 18 patients with measurable disease, the 
interim response rate ((he study is stiU in progress) was 38.9%, inchiding 333% with stable 
disease, and S.6% acfaievmg an objective partial response. 

8. Two ovarian cancer patioits showed reductions in the measured amount of flie tumor marker 
CA125. bone patient receiving 160 mgOGX-011. the amount ofCA125 marker decreased 
from 1 9.600 to 4720 over 7 1 days after commencement of treatment In another who received 
480.mg OGX-01 1, the marker level decreased from 2000 before treatment to around five 
hundred after 33^ days. A slight increase to around 900 was observed during a second 
treatment cycle. Other patients with ovarian cancer had low initial CA 125 and so a decrease 
could not be evaluated. 

9. Two prostate cancer patients showed reducticffl in Ae amount of PSA tu^ In one 
patient receiving 40 mg 00X^)1 1. the PSA level decreased ftom 90 prior to therapy to 35 
after 4 treatmew Qcles at approximately 45 day intervals, and lemained at 56 at a later date. 
In a second patient receiving 320 mg OGX^l 1. the PSA level dropped fiom a pre-treatment 
level of 1478 to a level of about 425 after 4 cycles of treatment 

1 0. The selection of initial dosages for (his study was consistent wiA standard protocols for clinical 
trials to evahate toxidly. and no experimentation was needed to airive at dosage levels that 
produced observable reduction in TRPM-2 mRNA or senim TRPM-2. 

11. While the data in fliisstwfc^ is preKimnaiy and difltailt to dnw many conc^^ 

of the sman sample size, the number of variables that were considered, inchiding prior treatment 
of the patients, and (he short duration of die test, several conclusions can be dtawn. Standard 
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protncob for trial design were used and anived, without experimentation, at woiidng levels for 
antiscnse dosing that produced reducti<»i in TOPM-2 mRNA and seium TRPM-2 v^oul 
significant toxicity, and this tieatmcnt in combination vvith docetaxel pioduced beneficial tesults 
in patients who had been refiactoiy to prior treatment 

I hereby declare that all statements made hciem of niy own knowledge are tnie and that all 
statements made on infomiation and beKef are believed to be true; and fiirther thai these statements 
were made with the lau>wledge that winfid fase sb^^ 

or imprisonment orboth, under Section 1001 of Title 18 of die United States Code and that such 
willful &lse statements may jeopardize (he validity of the appljcation or any patent issued thereon. 




Maxtin Cleave 






PaulRennie 





Colleen Nelson 
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